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[0 0 0 1 ] 

o te« OVX ti 1 ? R& *: * ^ K H * o 
[0 0 0 2] 

[ 0 0 0 3 ] 

— SS£ilJlA#53-lBtf>— of*5 y>^; KRbl**JH«* ■ IB 3^ • #itfii» 

fc*##Lfc (^#fr«4) o Sfc#Btt, «JBEi&it&J: «i3A#?)*^* 0 ->:^ 

l±frt>ti%^o yy*J KRc, RcU Re3StO*Rf**v^^-e«ftS&*«r7p-*"i tli 

[#f=#ff jtSt 1 ] Textbook of Pain, 3rd Edition, London ; Longman Group, pp.20 
1-224, 1994 

WWVrXM.2 \ Clinical Neuroscience, 20, pp. 1122-1125, 2002 
[^N&lr^fcftfc 3 ] Acta Neuropathol (Berl), 91, pp. 15-22, 1996 
[^MflfcfclSU ] Neuroscience Research, 28, pp. 191-200, 1997 

[##^«t5] mmm^, 21-1, PP . 24-30, 2002 

[##trM6] General Pharmacology, 32, pp. 653-659, 1999 
7 ] Brain Research, 792, pp. 218-228, 1998 

[»WoW^] 

[S^a*^ Lid <hi~& B*A] 
[0 0 0 4] 

^mR^\±±.lttWm*Wfc^^<i&mM%*ft^tz1fe^ Vy%.J*lr<i FRbltf*-^ 

mtiE# 2005-3019962 



mm 2004-017024 



2/ 



[0 0 0 5] 

*t*ot, y >-fe J -9--f FRbl^MU^ LTttf a 2A T K V >S###fjH40 
[0 0 0 6 ] 

**WOSlIO«^**e>»4, ±ffi<Dg|l<DMat<^a60v>'^- 1 M FRblOffiJ? ; W 

t), ^•iic7?^#s.cJ f /'X(i : ?P^S"e^oT, yy^y^y VRbiommw/Xte^W 

[»io»*] 
[0 0 0 7] 

[0 0 0 8] 

v^-tr/-^ FRMti^SfliA^*'-^*^ 00/37481, IHW0 0 

0/48608. WTO 01/15717. S. tfHTO 01/92289& t*KfEf£$ tLTV>4 J: ? 

ftsffl * *"T * ( v v -fe 7 ^ >f FRbl» Jt) <o * * V - - > ^&^£n *b v> & <D 

(B*s#ifmii, ma: WL*n&. §km<D&m xyy^y^-i kr b itw^ 

MibTffiVJSifciTiio *iffltK*v»tffiv^tLi X V y y ^ y FRblJ 
[0 0 0 9] 

ftfc«tfi£, ttf»a&«**fc3*i-c*») (h»**^(iasp), 1994^) . (Ate 

[0 0 10] 

-a-n^-^y ?s<y y\±, ^mwm&xit*mwm&<vmm&i% lt^-t & 

ttt, a#-e^V>fcliSCS*iM^1-*M'1±OiM5i-C*S r?iSE©fifeJ (hyperalgesia) 
> aHrT?i±***3l*jSi$*v>J|iflai:tcJ: *)tkZ&ffifrX$>& rruT-V-Tj (allodyn 

ia). jstcF mm-t&&§&m} ©3TOt*s:H ? t^ 0 ^ip^eh^ 

Lx&\f2> it^"Cl> £ uv*affl*f*tt r-HM&J -e^So 
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-i-n^i/^^^li, r/F^y>4Wfn^ Vnfai&mM (NSAIDs) 

^ ;v h * & ^ * e * KMi^^frKff«ii^J Ki&tf 1 ®.<Dj£mw& *u 

[0012] 

ZL &o -a-n;\'i/'y^^'f>' ; ef;ViLtli, Chronic cons trie 

tion injury (CCD ^T^K Spinal nerve ligation (Chung) 5. Spared nerve in 

[0 0 13] 

ffiStSfl, &«*J. «K &IB#k £JMPk Sfcttflk «M 

P»Lfcy>"fe^^^ KRbi»Jf^ Witif, »k a^-t^k ttfck *ffl*fc#k JM 
[0 0 14] 

■eis 0 iis^, «m<n-ff#M zmnm^Mt ttit K^'k 
U#fffi!«k ^SiHhSik pHii»J. ^r^t^k R»»J, aiTO*^**?*"**"? 

002-53467^-&«L #^2000-191539^^ 35. TOM 2000-302798^-^* if t^SBtt*** 
[0 0 15] 

gOS4tf5i'&t-l±tM^*4W*>'t'f KRblOMfc LTJ&A— 0*fe <9 0.01 
-1,000 mgjgKw|EBB"C^v>*ii:7&«"C**o 

[0 0 16] 

« 1 

^# W£$c»t#^ ;v s Bennett h L - a - n i/ y ? ^ > * ~ffr % TT 

i^|:$Ct^LT#SLf: (Pain, 33, pp. 87-107, 1988; 21, pp. 192-20 
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6 2002) 3%^n-fe>i:^MXiiT, 8-12iI*frOWistarM«fc 7 ? h (H** V 
0>^i j ^i; n-;Hi^^fflv^Ii t 4 *^fo 1 mmWRI"Ctt* L*:?££&M#r «r 

[0 0 17] 

(2) y>^yt^ KEbl#JRF«3«b5-#ft 

(a) #II±A *° > U # it . 

Alzet mini-osmotic pump Model 2004 (DURECT Corporation, Cupe 

rtino, USA) SrttflJLfco U ^^^iL^^J ^t^v^i 

HELIX MEDICAL, Carpinteria, USA) £»M K2. 5cm#A L@3fe^ *^ 7 * 7y ^" 

y^;^ KRbi i±Mtst k»# l ^ 0 mmx *° y -fn k m *> o t * tL-e *l 

(i) v?>^y^^f FRbl 12/4 g/ day X28days 

(ii) yvty't'f FRbl 60^g/dayX28days 

(iii) M««L 

[0018] 

120 u l<Di?>*;-y- 4 KKbl«F#«E (O.lO^g/A* 14^140.50^8/^ D 3>&W**tPm 
OglJffifcifciS (saline) * 7 v FffttWf24ftl@ >"> a v \ 
/~ 7 KioT, KKbl*12,u g/day (£IT, S12iT£ 

) XliWu g/day S60h1"£) <^ffi* 0.25^ l'/Wrt tm«m«> 

[0 0 19] 

( 3.) ft*** *X" 

fiSfcJW*tett^&i!fcaHHM$ (Thermal paw withdrawal latency) <DMfe<OlzX>^ Ugo Ba 
sileSsiOPlantar Test (Planter test 7370 ; Ugo Basile Italy) £ffiv>T, Hargreav 
esh<D^m~m^X$kr-* YZft^tz (Pain, 32, pp. 77-88, 1988) 0 »K*23~24'Cfc: 

[0 0 2 0] 

(b)JE'r^ b , . . . 

m&MWLKH-r&MltMfe (von Frey withdrawal threshold) <DMM<Vtz>0, mm*- 
i3^^Senunes-Weinsteinr^hfc«^vonFrey hair test =Mro;fc (Z. Gesamte Neur 
ol Psychiat , 79, pp.324-333, 1922; Perceptual and Motor Skills, 14, pp. 351-354 

1962; The Journal of HAND SURGERY, 3, pp. 211-216, 1978) „ 30X35X10cm*<7)7 A 
v *sx.sr-y\z<7 y Y ZAUtzfe, SUSJE^£Sr*«J««l^von Frey filamentjM 
HlMU ^^H^filament^^x-T^jm^fi 1 ^, 4 0^t«l^LtlilTp 
t o t:m& * »tt iU. ^5Mi:ilS *05fe Lfcf i lament J; *) 2 «»*J^ 

filament^^S^WO^T^jS^ 4 HfUmLTV^, 4 0itC»«fLctffi 
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[0 0 2 1 ] 

(4) a 2 a T K V1- U >^#mRNA<7)$lJ;e 

fe¥#f^ (n=7) &^##M#a7&24«@ £ (5^aA^Xf±^>-fey^^ KRbl 
60/. g/B (S60) ^MW^-^-L7tM#:3ji^I^7 y h (#n=7) 
StBBl&J&^i&fcSlitHU ISOGEN (Nippon Gene, Tokyo) £JlV>Ttotal RNA^fftffi £fr 
^>iz 0 IfttBL/itotal RNA^DNaseiiTM Lfcfc, oligo-dT7°9 A v- ^Moloney murine 
leukemia virus reverse transcriptase (Life Technologies, Rockville, USA) % ^ V* 

T-^iicDNA^^ l tz 0 ^-mmm Ltz7°?H-?~ mm t± mt^m & a 

rat /? -act in : 

sense : 5 ' -AGAAGAGCTATGAGCTGCCTGACG-3 ' 
ant i sense : 5 ' -TACTTGCGCTCAGGAGGAGCACTG-3 ' 
rat «2A T KVt 'J 
sense : 5 ' -GCTCGCTGAACCCTGTTATC-3 ' 
ant i sense : 5 ' -TCCCCTCCAAACTGGGTATT-3 ' 
[0 0 2 2] 

PCRJiTaq polymerase (Takara, Tokyo) *fflv^TTfB<7)^#^To tz a £-actin: 94 
°C • 5^<7)fU fM'1494 X: • 13\ T-~ V >^55°C • 1^30#\ #g£OS72°C • 1 ^30# 
*C25-*M ^iVfc LfCo «2aT KVt'J : 94°C • 2£^#u WSl'mA°C • 1 fl\ T 

--»;>- ^60°C • #itKJS72°C • 1 ^t?30^-Y ^^fclf; 0 * fc, l*Jf|3 3 > Y n - 
LT /?-actin£j^V>;£ 0 
[0 0 2 3] 

(5) « 2 a TFVtV >S##:SeHil0^fT 

(n=3) S»Mt24^|@ J: ^MA^Xfi^^-try-^-f K Rbl 
60^ g/0 (S60) *«MRlWiK&^L;fc$tf&&3iaraB 0&n=3) «r;H>^f# 
@^BB^«0*ftlS:JSffiLT, mM phosphate buffer, 100 fxU pAPMSF, 0.5 

% Trinton-Xj3 J;O ? 0.5%SDS^AtL-C, *^y"t^XL/t 0 $ iZ^fiK2^(DlM<^6%S 
DS (+beta-mercaptoethanol) SrftliU 99°C-C10^^-T > * A ^_ * y 3 y 4 °cx~ 

15, OOOrpmtc X lO^P^k L £:f&<7?±f# * ^ > tU; 0 10%SDS*° 'JT^'J^T* KS 
&&Sfr£?rofc^ HCf7^^/n7 hilS^fflV^Tpolyvinylidinedilf luorideJH 
(Millipore, Bedford, U.S.A.) £5rfi*JE^U ^fttLTSnj adrenoceptor 
(ALEXIS BI0CHEMICALS, San Diego, USA) fc, LT^^IgG conjuga 

ted with alkaline phosphatase (SIGMA Chemicals, St. Louis, U.S.A) ^ffl^X^x.^ 

fcaf^jPMfffiOne factor AN0VA=HtV\ post hoc BonferronifMff^T o tz 0 P<0.05 
[0 0 2 4] 

^fttg»24Hrig(;if^ h^v^ M^.C)i#Hf(7)TO^#fiu<7)90%mT«O7 
v hO**ttffllfc. l*t/32E£3ip ( #iPl0&v^Lll|£ ) fc#*fc.fc <9 
ffiv^jto ie»3B gisit/i, 2, 3, 4, 5, 6>g|iBB KJEf-* h £ J: j&7"* h fcfi^fc 

M^3iiBm^*^®@c{±*it^^fn$tL^ (01x^2) c 

[0 0 2 5] 

ol. Pharm. Bull., 22-7, pp. 691-697, 1999) 0 £##jft|iaiBfc24l$W B fc^r-* h ^ff 
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^ n ? 1 t«I»3l"^* * 5, 7-dihydroxytryptamine (5, 7-DHT) (ICN Biomedicals Inc^ 

Ohio u s.a) mag\m^.(Dim^mmmnn^, W3iwii:if^>^ 

loxone (USP, Rockville, U.S.A) 5mg/kg, /? T F U >$#«if^Opropranolol 

(SIGMA-ALDRICH CO. , St. Louis, U.S.A) lOmg/kg, a T Fl^tV >^M»phen 
tolamine (SIGMA-ALDRICH CO. , St.Louis, U.S.A) 20ng^*-€-*tW&TtffiJJL3t 1 
^CSKiT^btffoft. 5, 7-DHT 4rfi:#Lfe*fcL45&»ofe»OWH= 

ttKblS^-ttMi^fcK^*^ 4 ** 0 ^ (83) o propranolols LTnalo 

o L*U phentolamine&#l«^x* H:*v>T^I»T?tt*t3lli4*f J 

(06) o yy-tr/t^ KRbn'J:**Jltaltfc«HW^«T FVt'J >S 

[0 0 2 7] 

V y -b y -9- 4 KRbl £ J: & * M »l U3b* K«TKVt'J> # L T v^S i 

^RT-pcR^T^itLfco -e<7)Sf, ^mmwmmm.m&(Dmm-&nz> «2 A r k 

V >££#inRNA5&5iW\ J: W¥#^^JtKLTRbl^Wt?ii«^Ji# L C 

v>fc (07) o Rbl«:#»^^^*«2A TKV^U>-S:##m6§l«^*Immu 

noblotaWfc-Cfcttbfco *fttg«3lFlgOff»^lt^ «2A 7F 

ut'j y£##ses&:£Ji, MMP^iTO^W^JtScLTRbiKWeii^^ii^: 
LX^tz (0 8) o 

[0 0 2 8] 

[01] gHttt&ttSB&^ftN @^f>y>-fe^t^ KRbl * 4 mmmM^ir & i fc 
[02] ^#W«»243#F^@^^ yv-ty^W KRbl* 4«IBIKr«SS:-^bT 
[0 3 ] ^mmmm^k 3 aim i K-tr n h - ^irf H (5, 7-DHT) ?:t4LT, ^IS 

fcjHr**^L;fcBn?*&o ^^^^^^ 
[04] «3ing^f^ hfcffv*, -!-OSHI^7FVt')>$#WI 

KRbl J: a JS*»«c«l«ll &~ ^ fcfclt b b fcBK? * * o 
[0 5] «3Mli:if^F^TV\ *<DWBK*\£*<< KS##^»(^ 
D^y^^u, 1 SlFIWSif X F ^tToty KRblKi 

a m%Mimm km-t * *^ b fcft* *tp b h -e * a « 

KRbl C« « MMM & * b tzffi^ * ttc b 0 -c * a o 
[07] ^##3g«t«lft3aiB@©*ll^*^-ryv-feyiJ-^ KRbl «2a7 FV 

■T <J > S##<^mRNAflia * m b fc 0 h %> o 
[08] ^#Wf«JMm3il^g^»fl^j3V^y?>-t^-9-^ KRblK J: & «2A 7F 

l/fj >$##^6<^ii.&^b/^0-c&&o 
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SEQUENCE LISTING 

<110> Shuzo Ninomiya 

<120> Medicament for treatment of pain 

<130> A41063M 

<160> 4 

<210> 1 

<211> 24 

<212> DNA 

<213> artificial 

<400> 1 

agaagagcta tgagctgcct gacg 24 

<210> 2 

<211> 24 

<212> DNA 

<213> artificial 

<400> 2 

tacttgcgct caggaggagc actg 24 

<210> 3 

<211> 20 

<212> DNA 

<213> artificial 

<400> 3 

gctcgctgaa ccctgttatc 20 

<210> 4 

<211> 20 

<212> DNA 

<213> artificial 

<400> 4 

tcccctccaa actgggtatt 20 
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